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Li- -T-. Uar: <i'tm : >Z?.7> MMTV-LTR tSyyfifJrfc*; fJ. IN* ftn-r.; SV40 - z- 

4: 4e j -f L t #j \ i j: 6 C; ¥ ?£f -i-: (LM U !' 'H M ! 4- o . 3 iiM DHT \z.S>nmt*t\y&&\&\%\- 
V-yoVm^bl T;:ri-/ '^;ij;ioi;i.' ; i;u. 

H/IF ^( °-o )--■ 1 00( I ' - X " )/C r-B ) 
I":0.3ruM DHT <:> >.^^JUL 1z® VIMTV'i > " 7 ;--t:'i : sf , :l;)/(SV40'i- v 7 x--t fSf't.) 
B: tB£ wigf -..,'..( MMTV'/i > ' 7 3^— L' i7Trlt. )/( SV40'i •> ''.x^-f r.T, ! -U ) 
X'-^M^/i I'L^fei' 0.3nJV1 DHT riig &'.MMMTV'i -7-3-ffg- 

t!l-:)/(SV40'i •:• -/x--f, : ii-tt) 





b) antagonist fl : l|] 


a /agonist (p/TJ 




ICs„(nM) 


10 //. \AUm\\h'->vm : * (''■■.,) 




0.87 


10 




0 5f> 


n 5 


■mm- 


0 7< 


1 4 


■mw7^ 


i> 71 


0 4 


mvm> 


1 11 


0 3 


Biealutamide 


(.1 8K 


IS l » 



3 'M-'p-l'm* Wistar 7-K{rji^i : $ 72 l^l/i) X''r' hjl r>> ft§-T-^i-x^ P> Jjj; rj::fc 
0.5mg T¥k$l /; temWitklfoi* 0.5% /u -fcr/t- n- x?g^(c«i^L M 



V- 
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#JiTii|*(°b)=MMB-AWB-C) 



ft- 





1 1 Omu-'ku po.' ! 




1 %mm^ 


70 



ttrJir.JI-;. !'::';■<■! Hi-' ,; f Ir. PI-.WV-.- TIW v " r.'i .Ml-I !'l<' ! . «L' ■>.!' -Uj 
vlVii-h I i j'.r ' <Ui 'Mil M W >. 01 - KMX imtd-Vi'-i, -if rJ_ ;:-!0. 1 - KM >m-. I I 
# f «/>ttJ&fili M El 4Wo. l-10()m«, 4j-*L O'-to. ooj -50mK&l£-W;. -ft&-lM 
T-. rt-j'jt ^|-t'J--4lHli; / />!tT^ ^ i-^ 

- 14 - 



WO 98/22432 PCT/JP97/04174 

« ft j*4v'.>fii/»«/ r^/M^'lirL tit. fflt gfav • Tktt. Z :t#- *t:Jv >i£r?s.3'l . *Li» 
•v.j--/i, T ! )---''?ih.y;.j:'.^tiH^?[li, x-v /--/u-; f j:-y^'i^-'H»i. *'.f^-<~K«> 

w*o z^r/ummm^asmni mm. zum. wai. ^rmtrnmyj^ 

2 _ (4 - -7VU ^-D-7^i - /U 7x/U /UT f^y) 7'^>6x-^^ 

>VTVs 2. 23g. p-7/U7rD7-^/VX/U;j-=i/U^n'JKl. 95g&M£&?gTl fifs, = 
>£BB*T, miS.T^orf^m^L/'i.. Krr-(l11'^-n;n/L.i,3Smlcm:f!L, INJMfcSOml. 
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J-^-r'JP;:. Mir?! H^PpI W. :z tHcu : r -"; lif?W*riS J; ""zfe . i. •_'-•; '/- = - v : 



fyijir,- i 



(4- 



4-~\ ' * = i 'I ^ 'L- :)-> frV « ds & ; '> i nins ••' ^ cH'«J i 1 . 4Mg'r I Ui£ ^iL^i 
''^vkiSitf: K»mi;;iSw-iL . K'^c-^tc. i. oi^/j||v:.': ft: »T4 - " 'i -fn- "" f 

^J^ig^'r^Lt;iT?l^U -ti— RJ!ttf$&ffli >*rfi$t$(U , &&^+/ix 

I-.4----: - • ■: • f •: • •• - - ^ 
Ref.fcx 

DATA :^9ifl:'^^t4:|j;- 
NMR- : $ &. % 4t««S X ' h /u 
(^i^HEL^^pgij, DMSO-d 6 , 

TMS fl3C!$$-ej!l|j£) 1.2-diCl-Et: ! . 2-;?nni^ 

mp : fijt.fi 



Hex 



EtOH ' — >l 

( Et ) 2 0 : > 7° >V — /u 

l.Z-diCl-Et: 1 . 2->'?nn: 



Ref.Ex 


DATA 


1-1 


NMR: o :0.77(3H,t.J=7.3Hz).1.40-1.66(2H.m).3.40-3.64(1H,m),3.68(3H,s), 7.28-7.47 
(2H,m),7.77-7.92(2H.m). 8.15(1 H,d.J=8.8Hz) 


1-2 


NMR(CDCl3,TMS internal standard) 

^:1.68(6H.S),3.79(3H,s),6.77(1H,br),7.00-7.19(2H.m).7.71-7.87(2H m) 


1-3 


NMR(CDCI 3> TMS internal standard) 

i> :1 .65{6H,s).3.62(3H,s),4.00(3H,s).6.95-7.45(3H.m).8.20-8.49(2H m) 
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Ret. Ex j DATA 


1-4 1 NMR: :1.46(6H T s).3.58(3H.s). 7. 90-8.03(4H.m). 8.72(1 H.s) 


1-5 i NMR: a :1.48(6H t s).3.60(3H t s).7.73-8.l0(4H.m).8.85(1H.s) 


1-6 


NMR(CDCI 3l TMS internal standard) 

A :1.39(6H.s),3.58(3H.s).5 43(1H.S),7.08-7.16l2H.m).7.85-8.85(2H,m) 


1 -7 


iNiviPnoL/o^, i ivio iniernai sianuaru) 

'1 48I6H s) 3 71 (3H ^\ 5 63(1 H hn R n?-R 1 mifi^i g iirwou 


1-8 


NMR(CDCi 3) TMS internal standard) 

/\ :1 .44(6H s) 3 66f3H s) 3 86(3H s) 5 27f 1 H hr\ fi Qn-7 nrw;>t-i mw ^ 7 m\ 


1-9 


NMR(CDCI 3 ,TMS internal standard) 

* :2.55-2.64(2H.m),3. 1 2-3.34(2H.m).3.69(3H.s).7. 18-7.31 (3H.m).7.81 -7 85 (2H m) 


1-10 


NMR(CDCI 3 TMS internal standard) 

* :1.19(3H.d,J=6.8Hz),2.53(2H,d.J=5.5Hz),3.62-3.90(4H,m),5.37-5.45(1H m) 7 11- 
7.21(2H,m),7.79-7.95(2H.m) 


1-1 1 


NMR: :1.15-1.32(4H,m),3.31(3H.s).7.32-7.52(2H.m).7.73-7.89(2H m) 8 78(1 H s) 


1-12 


NMR:* :1- 07-1. 28(2H.m),1. 35-1. 55(2H.m),3.60(3H.s),7.20-7.40(2H,m).7.85-8.01 
(2H.m), 9.08(1 H.br) 


1-13 j NMR: r, .1. 40-1. 57(4H.m),1.80-2.02(4H.m),3.45(3H.s). 7.31 -7.51 (2H.m) 7 40-7 90 
I (2H.m).8.25(1H.s) 


1-14 


NMR: » :1.55-2.25(8H.m),3.58(3H.s),7.19-7.39(2H m) 7 85-8 01 (2H mi fi fifidH <s» 


1-15 


NMR: * :1 .1 5-1 ,40(6H.m).1 .65-1 .88(4H,m),3.39(3H.s) t 7.30-7.51 (2H,m),7 74-7 90 
(2H.m).8.08(1H.s) 


1-16 


* NMR: '> :1 .38-2.30(1 OH m) 3 58 (3H 7 lfi-7 ?QfPH 7 7 qa/om m\ q tqmlj ^ 


1-17 


NMR: * :1.97-2.10(4H.m),3.58-3.76(7H.m).7.27-7.35(2H,m).7.90-7.98(2H m) 
8.64(1 H,br) 


1-18 


NMR(CDCI 3 ,TMS internal standard) 

'■•.1.29(3H.t.J=7.5Hz).1.30(6H.s).1.54(6H.S).4.21(2H.q,J = 7.5Hz).7.10(2H,t.J=8 6Hz) 
7.71 (1 H.brj.7.81 (2H.dd. J=5.4.8.6Hz ) 


2-1 


NMR: :0.77(3H.t.J=7.3Hz). 1. 40-1. 66(2H.rn),3 42-3.66(1 H.m).7.29-7.49 (2H m) 
7.77-7.92(2H.m).8.15(1H.d.J=8.8Hz) 


2-2 


NMR(CDCI 3 ,TMS internal standard) 

1.39(3H.d.J=7.3Hz),2.84(3H.S).4.65-4.89(1H.m).7.07-7.27(2H m) 7 76-7 92 
(2H,m) 


2-3 


NMR(CDCI 3l TMS internal standard) 

» .1 .68(6H,s),7.00-7.33(3H,m),7.73-7.89(2H,m) 


2-4 


NMR(CDCI 3 .TMS internal standard) 

* :1 .69(6H.s),4.01 (3H,s),6.95-7.52(3H.m).8.20-8.51 (2H m) 


2-5 


NMR: <> :1.46(6H,s),7.92-8.05(4H.m).8.70(1H,s),12.25(1H br) 


2-6 


NMR: ,\ :1 .48(6H.s),7.79-8.1 1 (4H,m),8.87(1 H.s), 12.23(1 H br) 


?-7 


* :1.68(6H.s),5.05(1H,s),7.05-7.14(2H.m),7.66-7.77(2H m) 


2-8 


NMR(CDCI 3 ,TMS internal standard) 

<V1.53(6H,s),5.44(1H,s),8.03-8.12(2H,m),8.31-8.41(2H m) 


2-9 


NMR(CDCI 3 ,TMS internal standard) 

^ :1 .43(6H,s),3.74(3H,s),5.30(1 H,br),6.89-7.01 (2H.m), 7.57-7 80(2H m) 


2-10 


NMR(CDCI 3 ,TMS internal standard) 

<> :1 .76(6H.s).4.74(2H,br),6.95(2H t dd,J=1 .8Hz,7.7Hz),7.08(2H.t.J=8.7Hz) 7 24-7 35 
(3H,m).7.78-7.84(2H.m) 


2-11 


NMR(CDCl3,TMS internal standard) 

6 :2.58-2.69(2H,m),3.12-3.33(2H,m),7.20-7.29(3H,m).7.81-7.87(2H m) 


2-12 


NMR(CDCI 3 ,TMS internal standard) 

.S:1.19(3H.d,J=6.8H 2 ),2.53(2H,d,J=5.5Hz),3.59-3.88(1H,m),5.37-5.46(1Hm) 7 09- 
7.27(2H,m).7.83-7.99(2H.rrrt ' 
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Rpf Fx i DATA 


2-13 * ' NMR: :1 .10-1 .42(4H.m).7.32-7.52(2H.m).7.73-7.89{2H.m).8.61 (1 H,s». 12.28dH.br) 


2-14 | NMR: •> : 1 ,01-1 .20(2H.m),1 .27-1 .49(2H.m) 7.1 5-7.45(2H.m) t 7.85-8.08(2H,m). 
i 8.98(1 H.br). l2.37(1H.br) 


2-15 I NMR: * :1 .20-2.05(8H.m)7.29-7.50(2H.m)775-7.90(2H.m).8.05(1 H.s). 12.42(1H.br) 


2-16 I NMR: :1 .55-2.25(8H,m)7-1 87.40(2H,rn)7.84-8.01 f2H.m).8.51 (1 H,s). l2.12dH.br) 


2-17 i NMR: * :0.95-1.95(10H,m)7.27-7.50(2H.m)J.81-7.92(3H.m) l 12.38(1H.br) 


2-18 


NMR: o :l.25-2.35(10H.m)7.15-7.42(2H,m)7.80-8.00(2H,m).8.24(1H,s) 


2-19 

i 


NMR: o :1.90-2.12(4H ( m),3.57-3.77(4H,rTi)7.27-7.35(2H,m)7.90-7.98(2H.m), 8.52 
|1H f br). 12.37(1 H.br) 


2-20 


NMR(CDCI 3l TMS internal standard) 

n :1 .33(6H.s).1 .58{6H.s)7.07(2H.t,J=8.6H2)7 40(1 H.br)7.81 (2H.dd. J=5.1 .8.6Hz) 


3 


NMR(CDCI 3 ,TMS internal standard) 

m :1.38(3H,d.J=7.3Hz).2.84(3H,s).3.56(3H.s).4 .65-4.89(1 H.m)7.08-7.29 <2H,m), 
776-7.91 (2H.m) 


4-1 


NMR(CDCI lt TMS internal standard) 

- :1.47(3H,dJ=7.0Hz) l 4.32-4.48(1H.m) t 5.17(2H ; s),5.25(1H ) dJ=7.0Hz)7.35 (5H.S), 
775-777(2H.m).7.92(1H f br).9.06(lH.br) 


I 

4-2 


NMR: * :1 .41 (6H,s) f 5.01 (2H,s)7.28-7.35(5H,m)7.69(1 H,s), 8.07(1 H,d. 
J=8.8Hz).8.20(1H,d.J=8.8Hz).8.33(1H.s),10.34nH.s) 


4-3 


NMR: * :3.27(3H.s),3.34-3.64(2H,m),4. 35-4.46(1 H. m). 5.00-5. 10(2H.m).7.30- 
7.39(5H.m)7767.82(1 H.m),8.01 -8. 1 4(2H,m). 8.28-8. 32(1 H.m). 1 0.91 f 1 H.br) 


4-4 


NMR: a :1.19(6H,s) > 3.27-3.32(2H,m),4.98(2H,s)7.25-7.38(6H l m),8.03-8.17(2H.m), 
8.30-8.35(1 H,m) 


4-5 


NMR: * :0.85-0.95(6H.m).1. 99-2.09(1 H.m).3.99(1H.t,J=7.8Hz),4. 47-4.51 <2H,m).5.16- 
5. 22(1 H.m). 5.27-5.35(1 H.m). 5.86-5,97(1 H.m)7. 64(1 H.d, 

J=7. 8Hz)7. 99(1 H.dd.J = 1. 4.6.3Hz). 8. 07(1 H.d.J=6.3Hz). 8.31 f1H,d.J = 1 .4Hz).1 0.86(1 H 
.br) 


4-6 


NMR. n i.60-2.90(6H.m),5.02(2H.s). 7. 10-7. 50(5H.m)7. 95-8.40 (4H.m). 10.24(1 H.br) 


5 


NMR(CDCI V TMS internal standard) 

* :1.57(6H.s).5.10(2H,s).5.50(1 H.br) 7.34I5H.S). 10.42(1 H.br) 


6 


NMR(CDCI-„TMS internal standard) 
7.28(1 H.d,J = /.8Hz) ( 7.87(1H,dd.J= 1 .o7-8Hz),8.46(1 H,d.J=1 .sHz) 


7 


NMR(CDCI n ,TMS internal standard) 

^ :2. 93(3H.d.J=5.2Hz), 4. 68(1 H,br) ,6.68(1 H.dd, J =2. 4, 8.6Hz), 6. 84(1 H ! d,J=2.4HZ)7-41 
(1H,d.J=8.6Hz) 


8 


NMR(CDCI 3 ,TMS internal standard) 

A -1 OCHU ♦ 1 7 QUl-r\ 1 QA/fiUI c\ A 1 Rf9M n I— 7 "5W-r\ A 79f9W c\ £ rM M W c\ 7 9^ 

.1 .cu(Jn,i, J= / . Jnzj, 1 .ou(on,S;,H. i o\^n,q t j = / .jnz),4./ ^^n.s^o.u^n i r\,s) ,/ .cd- 

/ .Ouijn ,1 ItJ 


9 

i 


i NMR(COCLTMS internal standard) 
- .1.29(3H,t t J=7.0Hz),1.7L ( '3H,s) ) 4.24(2H ( q,J=7.0Hz),4.66(2H t br),6.95(2H,d,J=77Hz 
)7.07{2H,t.J=87Hz)7.267.34(3H t m)773777(2H,m) 


10-1 


mp: 79-80 C 


10-2 


mp: 116-117C(AcOEt-Hex) 


10-3 


mp: 234-238 C (EtOH-(Et) 2 0) 


11-1 


NMR: b :1 .32(6H,s) f 5.34(2H,br) f 8.06(1 H,d,J=8.4Hz),8.21 (1 Kdd, J=2.1 ,8.4Hz),8.44 
(1H.d,J=2.1Hz) 


11-2 


NMR: f> :1.99(3H,s),3.67(1H,t,J=5.5Hz),4.18 (2H,d,J=5.5Hz) 5.05(2H,br), 7.95-8.20 
(2H,m), 8.30-8.45(1 H,m) 


12-1 


NMR: 6 :3.26(3H l s).3.32-3.62(3H,m) t 4.97(2H,br) 1 8.07-8.15(2H,m),8.38-8.41(1H,m) 


12-2 


NMR: (N :1 .55-270(6H,m),5.31 (3H,br),8.00-8.55(3H,m) 


12-3 


NMR: 6 :1.l4(6H,s) t 275(2H,s),3.31 (1H,br), 5.34(2H.br),7.96-8.10(2H.m),B.27-8.30 
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Ref.Ex 


DATA 




MH.m) 


13 


NMR(CDCI. V TMS internal standard): «> :0.86(3H,d,J=6.6Hz). 1.07(3H.d. 
J=7.0H2).2.4l-2.53(1H.m).3.43(1H ( d,J=3.3Hz).7.73(1H.d.J=8.8H2),7.94 
(lH,dd.J=2.2.8.8Hz), 8.21 (1H.d.J=2.2Hz),1 0.1 8(1 H,br) 


14 


NMR: - :1. 51 (1.5H,s),1. 53(1. 5H,s),1.86-2.04(3H f m).2. 13-2.23(1 H,m).3.51 -3.62 
(1H,m) l 3.67-3.80(1H.m),4.88(0.5H.d.J=12.6Hz).5.07(1H t s) t 5.13 (0.5H,d, J=12.6Hz). 
7. 02-7. 18f2.5H.m), 7.27-7. 40(2. 5H.m). 8. 03-8. 30(3H,m). 10.01 (1H.s) 


15-1 


NMR: a :1.30-2.50(9H. m), 3.10-3.50(1 H. mj. 7.21-7.36(2H. m), 7.87-8.40(2H. m). 
8.14-8.28(1H. m), 12.24(1H. br) 


15-2 


NMR(CDCI 3f TMS internal standard):* : 3.46-6.60(1 H, m), 4.30-4. 60(4H, m), 7.06- 
7.18(2H. m), 7.61-7.70(2H. m) 
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FT' R ° R ' 

' Hi- Li.!. 



''t]{ :. ft! Hi 



ft '•' o 
Ex. 
Me 
Et 
Ac 



MS flrfi: 



(i-PrhO '.' nt 'i — 

MeOH : y 5'' / — /L- 
i-l'»rOH f 'v /--/L. 



Benzvl 



CH. • 




i Ex. 


R ! 


R'* I R s ! DATA 


1 


CF, 


CN 


CH, 


mp. 164-165 * 

NMR: ■ • .1.37(3H.dJ=6.8Hz).2.94(3H.S). 4.01-4.17 
f1H.m),7.68(1H.dJ = 8.0H2).8.06(1H.ddJ^1.8.8.8H2).8 
. 12(1H.d.J=8.8Hz).8.29(1H.d.Ji1.8Hz).1 0.80(1 H.s) 


2 


CF 3 


CN 


_A~~V. 


mp: 189-190 i (AcOEt-Hex) 

NMR: ,\ :1. 21 (3H,d.J=6.8Hz).3. 94-3.98(1 H,m), 7.46- 
7. 54(3H,m) ( 7.74-7.84(3H.m), 8.03-8.08 (2H.m). 8.32- 
8.33 (1H.m),10.71(1H.s) 


3 


CF 3 


CN 




mp: 178-1 79 C(AcOEt- Hex) 

NMR: #S :1.24(3H.d.J=7.0Hz). 3.94-4.00(1 H,m), 7.28- 
7.31 (2H f m)7.80-7.84(3H,m) t 8.04-8.08(2H.m), 8.37 
(1H.d,J=8.0Hz),10.71(1H.s) 


4 


CF. 


CN 




mp: 179-180 C(AcOEt-Hex) 

NMR: is :1.24(3H ( d.J=6.8Hz),3.94-3.99(lH.m) ( 7.42- 
7.53(2H,m), 7.73-7. 80(3H.m) l 7.94-8.12(2H.m). 8.46 
(1H,d,J=8.4Hz),10.70(1H,s) 


5 


CF 3 


CN 




mp: 170-171 C(AcOEt-Hex) 

NMR: a :1.24(3H,dJ=6.8Hz) t 3.93-4.04(1H,m),7.63- 
7.69(4H,m). 7.78(1 H,dd,J=1 .6,8.4Hz), 8.04-8. 09(2H,m), 
8.07(1 H.dJ=8.4Hz).8.46(1H,d.J=8.8Hz), 10.69(1 H s) ' 


6 


CF 3 


CN 




mp: 183-184 C(AcOEt-Hex) 

NMR: t\ :1.25(3H,dJ=7.0Hz) f 3.98-4.05(1H,m),7.77 

(1H, dd,J=2.0,8.2Hz),7.88-7.97(4H,m) t 8.00(1H,d, 

J=2.0Hz),8.08(1H,dJ=8.8Hz),8.69(1H ( dJ=8.2Hz) 10 
74(1 H,s) 
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Ex. 


R • ' R 2 ■ R 9 


DATA I 


7 


CF 3 

t 

! 


CN 


r. \ 
— \_/~ CF 3 1 


Tip 1 34-135 i (AcOEt-Hex) 

NMR. - :1.27(3H,d.J=6.8Hz). 3.99-4.07(1 H.mj, 7.72 
(1 H.dd J=1 .2.8.8Hz). 7. 79(2H.d.J=8.0Hz). 7.95-8. 06 
f4H.m).8.66(1Kd.J=8.8Hz). 10.73(1 H.s) 


, 8 


CF 3 


CN 


— /^H0CF 3 


mp: 111-112 ( (AcOEt-Hex) 

NMR: ^ :1.26(3H.d.J=6.8Hz).3.98-4.05(1H.m),7.41 
(2H ( d.J=8.6Hz),7.76(1 H.d J=8.6Hz), 7.87-7.89(2H,mj, 
8.06(2H.d.J=8.6Hz). 8.52(1 H.d.J=8.6Hz). 10.75(1 H.s) 


9 


CF 3 


CN 





mp: 1 84-185 r (AcOEt-Hex) 

NMR: o :1.32(3H.d.J=7.2Hz).4.01-4.14(1H.m) ( 7.07- 
7.1 2(1 H.m).7.41 -7.47(1 Km), 7. 78-7. 82f2H.m). 8.03 
{1H.d.J=1.6Hz).8.08(1 H, d.J=8.6Hz), 8.67(1 H.d,J=8.6H 
Z).10.77(1H.s) 


10 


CF 3 


CN 




mp: 1 59- 1 60 C (AcOEt-Hex) 

NMR: * :1.25(3H,d.J=7.6Hz).3.98-4.05(1H.m).7.49 
(1H,tJ=8.4Hz),7. 54-7. 56(1 H.m),7.70-7.78(2H,m), 7.79 
(1H,dd.J = 1.8,8.4Hz).8.03(1H,d.J=1.8Hz) ( 8.07(1H,d.J= 
8.4Hz).8.54(1H,d,J=8.4Hz), 10.77(1 H,s) 


11 

t 


CF 3 


CN 


, ^CN 


mp: 189-190 < "(AcOEt-Hex) 

NMR: * :1. 27(3H,d,J=7.2Hz), 4.00-4.08(1 H.m),7.67- 
7.71 (1H,m),7.78(1H.dd,J = 1.6,8.6Hz). 7.96(1 H.d J=7. 6 
HzJ^.OOIIH.d.J^I.eHzl^^-e.llfSH.m), 8.64(lH.d. 
J=8.6Hz).10.79(1H.s) 


12 


CF, 


CN 


^-yCF 3 


mp: 1 43- 144 < (AcOEt-Hex) 

NMR: * :1. 28(3H.d,J=6.8Hz), 4.03-4. 10(1 H.m). 7.70- 
7.74(2H,m).7.84(1 H.d J=8.0Hz).7 .96(1 H,d.J=1.6Hz).8. 
01(1H.s).8.04-8.07(2H.m).8.68(1H.d.J=8.8Hz), 
10.77(1H.S) 


13 

I 

i 

! 


CF, 


CN 




mp. 167 168' (AcOEt-Hex) 

NMR. .1.24(3H.d.J = 7 0Hz), 4.00-4. 04(1 H.m), 7. 48-7.51 
(1 H.m).7.57-7.6G(2H.m),7. 76-7. 78{2H.m). 7.85-7.90 
(3H.m).7.98(1 H,d.J=8.8Hz).8.34(1 H.s).8.41 (1 H.d.J=8. 
0Hz).10.63(1H,s) 


14 


CF 3 


CN 


to 


mp: 1 93-194 ( (AcOEt-Hex) 

NMR: * :1.19(3H t dJ=6.8Hz),3.95-4.00(1H,m) l 7.51 
(1 H,t,J=7.6Hz),7.58-7.62(2H,m), 7.67-7. 71 (1H,m), 7.78 
(1H,d,J=1.6Hz),7.93-8.06(3H,m), 8.13(1 H f d.J=7.2Hz). 
8.67(2H.d,J=8.8Hz), 10.52(1 H.s) 


15 


CF 3 

i 


CN 


to 


mp: 1 99-200 C (AcOEt-Hex) 

NMR: 6 :1.27(3H.dJ=7.2Hz).4.37-4.44(1H,m),7.60- 
7.72(4H.m)7.83(1H l d.J=1.6Hz).8.00MH.d,J=8.8Hz).8. 
17(1 H,dd,J=1 .2,8.4Hz), 8.31 (1 H,dd.J=4.6,7.2Hz),8.43( 
1 H,dd t J=1 .6,8.8Hz), 9.02(1 H,dd,J=1 .6,4.0Hz) ( 1 0.65(1 
H,s) 


16 


CF 3 


CN 




mp: 1 85-1 86"C (AcOEt-Hex) 

NMR: o :1 .34(3H t d.J=6.8Hz),3.97-4.06(1 H.m), 7.00- 
7.04(1 H t m),7.25-7.35(4H,m),7.48-7.50(2H,m) ( 7.84 
(1H,dd,J=2.0,8.8Hz) t 7.96(1H I d.J=8.8Hz) l 8.04(1H.d.J= 
8.0Hz),8.1 0(1 H,d,J=2.0Hz), 10.80(1 H.s) 
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315 




Ex. 


R : 


R 2 


R 3 


X 




R 8 


DATA 


17 


CF 3 


CN 


H 


0 


CH2CH3 

* 


H 


mp: 170-171 v 

NMR: ^ :0.83(3H,t,J=7.4Hz),1 .52-1 .72 (2H, m), 
3.77-3.82(1 H,m) t 7.24-7.28(2H ; m). 7.75-7.82 
f3H,m),8.01(1H,d.J=2.0Hz).8.07(1H.d.J=8.4Hz), 
8.36(1 H.d.J=8.8Hz).10.74(1H.s) 


18 


CF 3 


CN 


H 


0 


CH 3 


CH 3 


mp; 171-172* (AcOEt-Hex) 

NMR:(CDCI 3 ,TMS internal standard) 

■ • :1 .09(3H,d.J=7.3Hz).2.86(3H.s),4. 58-4.62 

(1H,m), 7.26-7. 30(2H,m). 7. 80(1 H,d,J=8. 6Hz), 

7.86-7. 90(3H.m). 8.08(1 H.dJ = 1 .8Hz). 8.79 (1H,s) 


19 


CF 3 


CN 


CH3 


0 


CH 3 


H 


mp: 157-158 ( (AcOEt-Hex) 
NMR: :1 .08(3H,d J=6.8Hz).3.25(3H,br). 4.09 
(1H ( br),7.38(2H ( t t J=8.0Hz),7.73-7.81 (4H,m), 
8.22-8. 34(2H.m) 


20 


CF 3 


CN 


H 


0 


benzyl 


H 


mp: 248-249 ( '(AcOEt-Hex) , 
NMR: 0 :2.77-2.99(2H.m) t 4.08-4.14(1H.m). 7.14 
(2H,t,J=8.8Hz) ,7. 19-7.26 (5H.m). 7.6 1-7.64 
(2H,m),7.72(1H,d.J=8.8Hz). 7.96(1H.s). 8.07 
(1H,dJ=8.8Hz).8.61(1H.d.J=8.8Hz).1 0.77(1 H.s) 


21 


CF, 


CN 


H 


0 


H 


H 


mp: 179-180 ( '(AcOEt-Hex) 

NMR: :3.77{2H.d.J=6.1 Hzj. 7.38-7.42 (2H. m). 

7.86-7.90(3H,m).8.08-8.12(2H.m). 8.25-8.27" 

(1H.m).10.71(1H ; s) 


22 


CF, 


CN 


H 


s 


CH 3 


H 


mp: 86-87 ( 

NMR: r> :l.32(3H.d.J=6.8Hz).4.39-4.46 (1H, m), 
7.28-7. 34(2H.m). 7.78-7. 84(2H,m). 8.18-8.24 | 
(2H,m).8.31(1H.dJ=8.4Hz).8.42 (1H.S), 
12.0K1H.S) 



1 H (O)o 



Ex. 


R' 


R 2 


A 


R 9 


DATA 


23 


CF 3 


CN 


Me Me 




mp: 166-167 c: (AcOEt-Hex) 
NMR: i\ :1.41(6H,s),7.06-7.10(1H,m), 7.57- 
7.61 (1 H,m),7.84-7.87(1 H.m),8.07-8.14 (2H, 
m).8.23-8.30(2H.m),1 0.29(1 H.s) 


24 


CF 3 


CN 


^OMe 
^\ 


~0 


mp; 90-95 C(AcOEt-(i-Pr) 2 0-Hex) 
NMR: a :3.19(3H,s),3.42-3.52(2H,m), 4.09- 
4.17(1 H,m),7.23-7.28(2H,m),7.76-7.84 (3H. 
m).8.01 -8.03(1 H,m),8.07(1 H,d, J=8.4Hz), 
8.51 (1 H,d.J=9.2Hz), 10.81 (1 H.s) 
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Ex. 


R' : Ft' ■ A R" 


DATA 


1 31 

i 

i 

i 


.cr! 


CN 


Me Me i /' — . 


mp. 117-118* '{AcOEt-Hex) j 
NMR(CDCI 3 ,TMS internal standard ) ; 
<> :1.47(6H,s).5.84(1H,s)/7.22(2H,U=8.8Hz). 
7.79(1 H.d,J=8.8Hz),7.90-7.95(3H f m). 8.07 
(1H.s).9.20(1H.br) 


! 32 


CF 3 


CN 


Me Me 




mp: 109-1 10C (AcOEt-Hex) 

NMR: - :1.50(6H,s),7.89-7.92(2H,m).8.00- 

8.15{4H,m),8.28(1H f d,J=2.0Hz).8.90(1H,s),1 

0.33(1 H t s) 


I 33 

| 


CF 3 

1 
■ 

1 


CN 


Me Me 


— (^J^0CH 3 


mp: 124-1 25 C "(AcOEt-Hex) 
NMR. ^ :1.45(6H,s),3.76(3H,s),6.82(2H,d, 
J=8.8Hz), 7.73-7. 75(3H.m).7.89-7.92 (1 H,m), 
8.00(1 H,d,J=2.0Hz).9.67 (1H.s), 10.83(1 H.s) 



SI 7 



R. 1 
NC 




O H 



Ex. • R' • i A 1 R 9 


DATA 


25 


CF 3 


Me Me 

>< 




mp: 207-208 ( 

NMR(CDCI 3 ,TMS internal standard ) 

* :1.77(6H,s) f 6.29(1H,s) l 7.15-7.19(2Km), 7.76 (1H, 

d 1-R 7 7^-7 7 87-7 QOHH 8 07 
(1H.d,J=2.0Hz).10.67(1H.s) 


26 

1 


CF, 


M e M o 

] 

i 
1 


0CH„ 


mp: 124-125* (AcOEt-Hex) 

NMR. :1.57|6H.s).3.97(3H,s),7.05(1H.t. J=7.2Hz). 
7.20(1 H.d.J = 8.4Hz),7.49-7.54(1H.mj, 7.79(lH.dd. 
J=2.0 t 8.4Hz).8.07(1H.d,J=8.4Hz).8.15(1H.dd.J=2.0.8 
.4 Hz). 8. 31 (1 H.d.J=2.0Hz). 8. 55(1 H.s). 10.20(1 H.s) 


27 


CF, 


Me Me 


— <^>-CN 


mp: 256-258 ( (MeOH-EtOH) 

NMR: o :1 .54(6H.s),7.98(2H.m).8.03-8.15 (4H. m), 
8.29(1 H,dJ=2.0Hz) t 8.85(1H,s).1 0.22(1 H.s) 


28 


CF 3 


Me Me 

,x 




mp: 222-225 -C (AcOEt-Hex) 

NMR: * :1 .55(6H,s) l 7-87(2H ( d,J=8.8Hz) 1 8.06 (1 H,d, 
J=8.8Hz),8.13-8.15(3H l m),8.30(1H,d.J=2.0Hz), 8.83 
(1H.s),10.23(1H.s) 


29 


CN 


Me Me 

X 




mp: 198-199 C(EtOH) 

NMR: *S ;1.52(6H,s),7.31(2H ( t f J=8.8Hz)7.98-8.04 
(3H t m),8.10(1H,dd t J=2.0,8.6Hz), 8.30(1 H,d,J=2.0Hz), 
8.59(1H,s) t 10.15(1H,s) 


30 


CI 


Me Me 




mp: 227-230 C (AcOEt-Hex) 

NMR: * :1.51{6H i s),7.31(2H l t I J=8.9Hz) t 7.75(1H, dd, 
J=2.6,8.7Hz) ( 7.85(1H,d f J=8.7Hz),8.00(2H,dd.J=5.4 t 8 
.9Hz).8.06(1H.d.J=2.6Hz),8.55{1H,br),10.00(1H I br) 


34 


CF 3 


Me Me 




mp: 168-1 69 C (AcOEt-Hex) 

NMR: * :1.54(6H ( s),7.27-7.32(2H,m) l 7.52-7.58 

(1H,m),7.72-7.76(1H t m) ! 8.08 (1H,d, J=8.4Hz), 8.16 

(1H l dd,J=1.6 l 8.4Hz) t 8.33(1H,d f J=1.6Hz) ( 8.52(1H,d,J 

= 1.6Hz),10.22(1H,s) 



-36- 
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Ex. 


FT' 


A 




DATA 


35 


Cr, 


M c M c 

X. 


--F 


mp: 204-206 1 (AcOEt-Hex) 

NMR: * :1.53(6H,s).7.38-7. 43(1 H,m),7. 50-7. 56 (1H, 
m),7.75-7.78(2H.m),8.04-8.15 (2H.m) : 8.30(1H.S). 
8.69(1H.s).10.22(1H.S) 


36 


CF 3 


Me Me 


r:.i 


mp: 184-1 85V (CHCI 3 ) 

NMR: ^ :1.54(6H f s) t 7.5l-7.54(1H.m),8.05(1H.d,J = 
8.8Hz), 8.13-8.16(1H.m).8.24-8.27 (1 Km). 8.30(1 H t 
d.J=1.6Hz),8.72MH.dd.J=1.6.5.2Hz), 8.80(1 H,s). 
9.l1(1H.d.J=1.6Hz), 10.22(1 H.s) 


37 


CF 3 


Me Me 

X. 


N 


mp: 1 29-130 ( ((i-Pr),0) 

NMR: <V1.61(6H.s),7.64-7.62(1H.m),8.00-8.01 (2H. 
m). 8.06(1H.d,J=9.2Hz).8.14-8.16 (1H.m). 8.31 
(1H,d, 

J=1.6Hz). 8. 72(1 H,d.J=8.8Hz). 8. 83(1 H.s). 10.34(1 H.s) 


38 


CF 3 


Me Me 

V 




mp: 173-1 74 C(AcOEt-C 6 H 6 ) 

NMR: * : 1 .58(6H,s),7.59-7.65(2H.m),7.98-8.06 ( 5 Hi 
m) f 8:i4-8.17(1H ! m),8.32(1H,d.J=1.6Hz). 8.56 (1H,s), 
8.74(1H.s),10.26(1H.s) 


39 


Cr., 


M e 




mp: 220-221 '(' (AcOEt-Hex) 

NMR(CDCl 3 TMS internal standard ) 

^ :1.26(3H, s),1. 79-1.85(1 1H.m). 4. 68-4. 72(1 H.m), 

5.98-6.00(1^^1)7. 81-7. 83(2H,m). 7.98-8.00 (1H,m), 

9.88-9.89(1 Km) 


40 


CF, 


M e 




mp: 206-207 < (AcOEt-Hex) 
NMR (CDCI 3 .TMS internal standard);* :1.61(3H,d f 
J=8.6Hz). 4.93-4. 97(1 H, m). 6.82-6.84(1 Km). 7.16- 
7.19(2H.m).7.76(1H.d.J=8.5Hz).7.84-7.87 (2H.m). 
7.97(1H.d. J=8.5Hz).8.02 ( 1 H.S|.9.88( 1 H.s) 


41 


CF, 


M e i 

V 




mp. 166-167' (AcOEt-Hex) 

NMR. n 1.53(6H.s).7.18-7.23MH.m).7.34-7.40 (1H. 
m). 7.79-7.85(1H.m).B.08(1H.d. J=8.8Hz). 8.16 (1H. 
dd,J=1.6.8.8Hz).8.32(1H.d.J=1.6Hz).8.55l1H.d.J=1.6 
Hz).10.22(1H,s) 


42 


CF 3 


Me Me 


F ^ : -|* h 


mp: 1 82-1 83 ( (AcOEt-Hex) 

NMR: o :1.52(6H.s),7.14-7.20(2H ( m),7.48-7.56 (1H, 
m), 8.10(1H,dJ=8.8Hz),8.17'(1H.dd, J=1.6, 8.8Hz), 
8.33(1 H,d.J=1.6Hz).9. 10 (1 H.s), 10.20(1 H,s) 


43 
44 


CF 3 


Me Me 


CI 


mp: 214-215C'(AcOEt-Hex) 
NMR: ft :1.51(6H,s) t 7.55(1H f dd,J=1.6Hz. 8.0Hz), 
7.66-7. 69(2H : m), 8. 08(1 H,d,J=8.4Hz), 8.18-8.21 (1H, 
m) f 8.35-8.36(1H.m).8.87(1H.s), 10.28(1H.s) 


CF 3 


Me Me 


^^-0C0CH 3 


mp: 171 -172 r. (AcOEt-Hex) 
NMR: ft :1.49(6H,s) t 2.01(3H,s)7.16-7.18(1H,m), 
7.34-7.38(1 K m),7.51-7. 55(1 H,m),7.85(1 H,ddJ = 
1.67.2Hz),8.18(1H,d,J=8.8Hz) ! B.18(1H,dd,J=l. 6,8.8 
Hz),8.33(1Kd,J=1.6Hz),8.61M H.s), 10.17(1 H.s) 


45 


CF 3 


Me Me 




mp: 207-208C (AcOEt-Hex) 

NMR: ft :1 .51 (6H,s)7.65-7.69<1 H,m) t 7.76-7.80 (2H. 
m),7.87-7.89(1H,m),8.08-8.10(1H ( m), 8.18-8.20 (1H t 
m),8.38(1Ks),8.93(1Ks), 10.30(1 H.s) 


46 


CF 3 


Me M c 




mp: 215-216C(AcOEt-Hex) 

NMR: ft :1.58(6H,s)7.46-7.60(3H,m) t 7.85 (1H.d. 

J=6.8Hz),7.97-8.13(4H f m),8.24-8.26 (1H,m),8.39 



- 37 - 
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Ex. ! R" A 



~R9 i DATA 

l(1H.s).8.86(1H.S).10.42MH.S) 



47 !CF 3 



48 



M e M < 



pp . Me We 



-Br 



imp. 195-196* (AcOEt-Hex) ; 
NMR: - :1 .52{6H.S)7.35-7.40(1 H.m) J. 45-7.49 (1 H. j 
m), 7.61-7.66(2H.m),8.08(1H.d. J=8.8Hz), 8.21(1H, \ 
dd,'j=2.4 I 8.8Hz).8.38{1H ( dJ=2.4Hz).8.81(1H.s) I 10.2 

7(1 H.s) . 




mp; 180-182 C (AcOEt-Hex) 

NMR; * :1.52(6H.s).7.40-7.51(3H.m).7. 61-7.65 (1H. 
m).8.05-8.24(2H.m).8.37(1H.br),8.83 (1H.brj.lO.28 
(1H.S) 



49 



Qp i Me M < 



mp: 203-204 r (AcOEt-Hex) 

NMR; «• :1.54(6H.s).7.46-7.50(2H,m).7. 53-7.57 (1H, 
m).7.93-7.95(2H.m).8.05(1H,d, J=8.4Hz), 8.14 
(1H.dd.J = 1. 6,8. 4Hz),8.31(1H.d.J= 1.6Hz). 8.86(1 H.s), 
10.20(1 H.s) 



50 



CF, 



Me Me 

V 



mp: 106-107 C (AcOEt-Hex) 

NMR: * :1. 51 (6Ks).6.63-6.66(1H.m),7. 18-7.20 (1H, 
m).7.86-7.88(lH,m),8.05 (1H,d, J=8.4Hz), 8.13-8.17 
(1H,m). 8.30(1 H.d.J=2.0Hz).8.38(1H,s). 1 0.25(1 H t s) 



51 



rp Me Mi 

1 V 



52 CN 



53 



^OAc 



N ' 
i 

Me 



mp: 1 45-146 C. (AcOEt-Hex) 

NMR: * :1.48(6H,s),3.72(3H,s).6.04(1H.dd.J = 2.4. 
4.0Hz). 6.89-6. 92(1 Km), 6.98-7.01 (1H.m).7.97 (1H, 
s),8.05(1H,d,J=8.8Hz), 8.1 5-8.19(1 H,m), 8.33(1 H.d, 
J=1 .6Hz).10.17MH.S) „ 



mp: 209-210 < (AcOEt-MeOH) 

NMR: « :2.01(3H.s).4. 34-4. 46(2H,m).4. 83-4. 90 (1H. 
m).7.30-7.37(2H.m).7.96-8.06(3H.m). 8.09(1 H.d. 
J=8.8Hzj. 8.30(1H.d.J=2.4Hz},8. 97(1 H.d. J=7 6Hz).10 
.98(1 H.s) _ 



CF, 



54 



M e M c 



CF, 



55 



CN 



Me Me 



Me Me 



.IL. 




mp: 125-127i (AcOEl-Hex) 
NMR: :l.52(6H.s),7.16-7.20(1H.m),7.76-7.79 (1H, 
m).7.95-7.98(1H.m).8.05(1H.d.J=8.8Hz). 8.13-8.18 
(1 H.m), 8. 30(1 H.d, J=2. OH z), 8. 54(1 H.s), 10. 23(1 H.s) 



mp: 1 98-1 99 ( (AcOEt-Hex) 
NMR: * :1.51(6H,s),2.27(3H,s),7.21-7.29(2H,m). 
7.32-7.37(1 H, m),7.54-7. 58(1 H,m) t 8.07(1 H.d, J=8.8 
Hz).8. 19(1 H,dd.J=2.0,8.8Hz), 8.38(1 H,d,J=2.0Hz). 8.5 

3(lH t s),10.25(1H,s) 



mp: 1 75-1 7GC (AcOEt-Hex) 

NMR: o :1.52(6H,s),7.27-7.33(2H,m).7.52-7.58 (1H, 
m),7.72-7.77(1H ( m) t 8.05(1H,d t J=8.4Hz), 8.13 (1H, 
dd,J=2.0,8.4Hz),8.34(1H,d,J=2.0Hz), 8.51-8.55 (1H, 
m) t 10.20(lH.s) „ 



56 CN 



Me Me 




mp: 139-141 'C (AcOEt-Hex) 

NMR: o :1. 51 (6H,s),7.1 4-7.21 (2H,m),7. 48-7.57 (1H 
m),8.07(1H,cl,J=8.8H2),8.12(1H,d(l,J=2.0,8.8Hz),8.35 
(1H.d.J»2.0Hz).9.11(1H,s).10.16(1H.s) 



57 



CF 3 



Me Me 




mp: 221 -223C (AcOEt-Hex) 

NMR: * :1.56(6H l s),7.43-7.50(2H ( m),7.95-8.08 (3H, 
m) 1 8.15-8.19(1H,m) t 8.30-8.34(2H,m) l 8.86 (1H,s), 
10.29(1 H t s) 



WO 98/22432 
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|Ex. 


R' i A 


R* i DATA 


i 58 


CF 3 


! r 0Me 

r - 
i 

! 


f~C. r 


|mp: 1 95-196 MAcOEt-MeOH) 
NMR: a :3.31(3H.s).3.73(2H,dJ=4.4Hz}.4.78-4.85 
(1 H.m). 7.28-7. 35(2H.m). 7. 54-7. 61 MH.m). 7.66-7. 71 
(1H,m),8.02-8.06MH.m).8.12OH.dJ=8.8Hz). 8.31 
(1 H, d.J=2.4Hz), 8. 55-8.66(1 H.m). 1 1.01 (1H.S) 


59 


CF 3 




_fy r 


mp: 187-1 88 C(AcOEt-Hex) 

NMR: n :3.32(3H.s),370-379(2H,m),477-4.84 (1H, 
m),7.29-7.36(2H t m),7.97-8.14(4H ( m), 8.32 (1H.d. J= 
2.0Hz).8.83(1H.d.J=6.8Hz).1 0.99(1 H.s) 


60 


CF 3 


Me Me 

x.. 




mp: 1 64-165 r.(AcOEt-Hex) 

NMR: '>:1.53(6H.s)7.28-7.34(1H.m)7. 50-7.64 (2H. 
m).8.09(1 H.dJ=8.4Hz).8.l7{1 H,dd,J=1 .6.8.4Hz). 8. 34 
(1H.d.J=1.6Hz).8.74f1 H.s). 10.24(1 H.s) 


61 


CF 3 


Me Me 

V 


F 


mp: 208-209 C(AcOEt-Hex) 

NMR: - :1.53(6H.s)7.537.61(1H,m)7787.84 (1H : 
m).8.01-8.08(2H,m),8.12-8. 15(1 H.m), 8.29 (IH.d, 
J=1.6 Hz). 8.70{1H,s).10.21(1H.s) 


62 

j 


CF-, 


Me Me 

V 


" '- " ' F 


mp: 161-1 62 C(AcOEt-Hex) 

NMR: r- :1.52(6H.s)7.337.45(2H.m)7. 597.65 (1H. 
m),8. 08(1 H.dJ=8.8Hz), 8.1 5(1 H,ddJ = 1. 6.8. 8Hz),8.33 
(1 H,d,J=1 .6HZ),871 (1 H.s). 10,24(1 H.s) 


| 63 

i 
| 
j 


CF-j | Me We 

i 

i 
I 


Me 
Me 


mp: 143-144('((i-Pr)-,0)- 

NMR: ^ :1 .1 1 (9H.s),1 .42(6H.s)7.39(1 H,s),8.04-8.1 1 
(2H ( m).8.30-8.33(1H,m). 9.00(1 H.s) 


! 64 

1 

j 


CN ! M e - M e 

! T 

t 
] 

i 


r . J F 

i H 


MS FAB (m/z):383[(M+1) + ] 

NMR: - :0.97(6H.d.J=6.6Hz),2.05-2.19(1H.m),4.51 
(1H.U = 8.3Hz)7.15(2H.t.J = 7.9Hz)7.46-7.58(1H. m). 
8.01 (1h.dd.J=1. 9. 8.5Hz). 8.09(1 H.d.J = 8.5Hz). 8.33(1 
H.d.J = 1 .9 Hz). 9. 15(1 H.d.J = 8.3Hz). 1 1 .03(1 H.br). . 


65 


CF, 


M e M c 




mp: 204 205 < 

NMR: :l.54(6H.s). 7.677.7 1 (1 H.m). 7.807.84 
(1H, m). 7.92(1H.d,J=7.6Hz). 7.99(1H.d. J = 7.6Hz), 
8.07 (1H.dJ=8.8Hz). 8.19(1H.dd. J= 1.6.8.8Hz). 8.31 
(1H.d.J=1.6Hz). 8.95MH.S). 10.27(1H,s) 


66 


CF 3 


Me Me 




mp; 215-217C 

NMR: :1 .42(6H t s),5.02(2H 1 s)7-28-7.36 (4H ; m), 
7.69(1 H,s), 8.07(1 H,d.J=8.2Hz),8.20(1H t d,J=8.2Hz), 
8.33(1H,s).10.32(1H.s) 


67 


CF 3 


Me. Me 




mp: 205-206 C 

NMR: .S :1,57(6H,s) ! 6.91-6.94(2H.m)7.40-7.44(1H, 
m), 7.99(1H,dd,J=1.6,8.0Hz),8.06 (1H.d. J=8.4Hz). 
8.15(1 H,dd,J=2.0,8.4Hz), 8.30(1 H,d, J=2.0Hz), 
8.86(1 H.s), 10.27(1 H f s). 1 1 .88(1 H,s) 


68 


CF 3 


Me Me 




mp: 1 88-1 89' 0 

NMR: <V1.66(6H,s)773-7.77(2H f m).8.06 (lH,d, 
J=8.8Hz).8.17(1H f ddJ=2.0 I 8.4Hz).8.24(1H,ddJ=1.6 I 
B.4Hz),8.31(1H ( d,J=1.6Hz).8.49(1H,dd.J=1. 6,7.2Hz), 
8.29(1H,dd,J=1.6,8.4Hz) f 9.15(1H.m).10.37(1H.s),11. 
46(1 H.s) 


69 


CF 3 


Me Me 


JO 

H 


mp: 122-1 23 C(AcOEt-Hex) 
NMR: ft :1 .49(6H,s),6.08-6.12(1 H,m),6.85-6.88 
(1 H,m),6.93-6.97(1 H.m), 8.01 -8.06(2H.m),8. 1 3-8, 1 7 
(1H,m),8.30-8.34(1H.m) l 10.21(1H,s),1 1,40-1 1.46 



- 39 - 
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Ex. R" A : • DATA ! 

!(1H.br) ' 
70 iCF i: Me Me j |MS FAB (m/z):41 8[(M+Hr] j 
'j ..M. | -._Ji^.' |NMR: a :1.41(6H.s),1.47(6H.s),7.18-7.33(5H.m), 
! ! ! „ >x " i7.45(1H.s), 8.05-8. 14(2H.m).8.24-8.26(1 H,m). 9.89 

! I ! Me Me lfiH.s» 


71 


CF,; 


fv: e M c 

1 


; . '1 


mp: 1 94-195 C(AcOEt-Hex) 

NMR: * :1.52(6H.S),7.28-7.39(2H,m),7. 45-7.52 (1H. 
m).8.09{1 H, d.J=8.4Hz). 8. 16-8.20(1 H.m), 8.33 (1H.d. 
J=1.6Hz).9. 13(1 H.s), 10.1 5(1 H.s) 


72 I 

I 
! 

! 


CF 3 ' 


Me Me 

1 


!l 


rnp: 182-184V(AcOEt-Hex) 

NMR: * :1.53(6H.s).7.42(lH,dd.J=2.4 l 8.0H2j. 7.54- 
7.58(1 H.m), 7.78(1 H.tJ=8.0Hz).8. 08(1 H,d, J=8.4Hz), 
8. 15-8.1 8(1 H,m), 8. 33-8. 35(1 H.m). 8.62-8. 65(1 H.m). 
10.27(1H,S) 


73 


CF 3 

i 

i 


Me Me 

x 




mp: 166-1 69 C (AcOEt-Hex) 

NMR: a :1 .51 (6H.s),7.30-7.37(1 H.m), 7.52(1 H.dd. 

J=2.4,8.4Hz) 1 7.72(1H ( dd,J=6.4.8.4Hz).8.09(1H,d.J=8 

.8Hz).8.1 8-8.22(1 H,m). 8.34-8.37(1 H,m).8.45 (1H.s), 

10.28(1H t s) 


i 74 

! 

i 

! 

i 


CF 3 ; Me Me 

\ 
\ 


XX 

CI 


mp: 1 87-188 C (AcOEt-Hex) 

NMR: A :1.53(6H,s) f 7.54(lH t t.J=9.2Hz),7.90-7.95 
(1H,m).8.05(1H f d,J=8.4Hz).8.1 1-8.16(1 H.m), 8.25 
(1H,dd,J=2.0,7.2Hz),8.28-8.30(1H.m) f 8.76 (1H.s). 
10.22(1H.s) 


75 j CF 3 

t 
I 
I 
t 


Me Me 

v 


' T' 

F 


mp: 1 97-199 c (AcOEt-Hex) 

NMR: * :1.51(6H.s).7.27-7.34(2H,m).8.10(1H.d. J= 
8.4Hz).8.1 5-8.20(1 H.m) .8.3 1 -8.33(1 H.m). 9.1 2(1 H.s). 
10.22(1H.s) 


76 

i 
t 
t 


CF, 

* 




_/ 

i'. / \ * ) 


mp. 222-223 1 (AcOEt-Hex) 

NMR. .1.42(6H.S)-.7.24-7.28(3H,m).7.35-7.40 f3H. 
m).7.44-7.56(2H.m).7.75-7.79(1H.m). 8.07 (iH.d. 
J=8.8Hz),8.13-8.16(1H.m).8.32-8.34 (1H t m). 8.65 
(1H.s),10.22(1H,s) 


1 77 


CF 3 


Me Me 




mp: 1 97-198 < .(AcOEt-Hex) 

NMR: * :1 .55(6H,s),7,39-7.44(1 H,m),7.47-7.53 (2H, 
m)772-7.81(4H,m),8.02-8.08(3H.m),8.14-8.18 (1H, 
m),8.31 -8.33(1 H,m).8.63{1 H.s). 10.22 (1H.s) 


78 


CF 3 


Me Me 


Vi 


MS FAB (m/z):400[(M+H)'l 

NMR: * :1.56(6H,s) 1 7.15(1H.d,J=5.6Hz) l 7 69-7.73 
(1H f m),7.82(1H.dd l J=4.5.5.6Hz),8.07(1H I dJ=8.5Hz) l 
8.09(1 H,br) f 8.1 3(1 H,d,J=1 .9,8.5Hz),8.28(1 H,dJ = 1 .9 
Hz),10.24(1H,br) 


79 


CF 3 


Me Me 




mp: 197-199'C(AcOEt-Hex) 

NMR: A :1.54(6H I s) ) 7.84-7.87(2H ) m),8.06(1H ( d I J= 
8.8 Hz),8.l2-8.16(1H 1 m),8.30(1H f d,J=2.4Hz), 8.73- 
8.76(2H,m),8.87(1H t s),10.29(1.H.s) 


80 


CF 3 


Me Me 


pi 

N 


mp: 106-108 C (AcOEt-Hex) 

NMR: f> :1.6l(6H,s),8.07(1H 1 d t J=8.4Hz),8. 13-8.17 
(1H,m),8.30(1H,d,J=1.6Hz),8.79-8.82(1H,m), 8.90- 
8.93(2H,m),9. 15-9.17(1 H,m) t 10.32(1H,s) 


81 


CF 3 


Me Me 




mp: 170-171 C(AcOEt-Hex) 

NMR: 6 :1 .65(6H,s),7.80-7.91 (2H,m),8.06(1 H,d t J= 
8.8Hz),8.13-8.20(2H ) m),8.26-8.32(2H,m) l 8.53 (1H, 
s),8.96(1 H,s),9.45(1 H,s) .10.38(1 H.s) 



-40- 
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Ex. | Ft' | A 


R s • ! DATA 


82 

i 

i 


CF, 


| M c Me 

X.. 


H 


mp: 172-173 i '(AcOEt-Hexj 

NMR: :1.57(6H,s),675-6.78(1H.m)7.l4-7.19 (1H, 
m)7 40-7.44(1H.m)7.57(1H,d.J=8.0Hz)7.64 (1H.d, 
J=8.0Hzl.8.06(1H.d.J=8.8Hz),8.13-8.l7 (1H.mj.8.30- 
8.33(2H.m). 10.22(1 H.s), 1 1.28(1 H.br) 


j 83 


CF 3 


Me Me 

X... 


— CHp-^J)-F 


MS El im/z):423(M') 

NMR: o :1.47(6H.s),4.53(2Ks),6.94-7.00(2H.m) ; 
7.04-7. 11(2H.m). 8.08(1 H,d,J=8.4Hz).8. 17-8.22 (1H. 
m).8.27-8.30nH ( m).8.32(1H.s). 10.21 (1H,s)' 


84 

: 


CF 3 


Me Me 




mp: 289-290 t (AcOEt-MeOH) 

NMR; **. .1 .72(6H,s),5.61 (1 H,d.J=9.2Hz)7.58 (1 H.d. 

J=9.2Hz).8.13-8.20(2H,m).8.27-8.34(2H.m) : 10.37- 

10.44(1H.m).10.49(1H.br) 


85 


CF 3 


Me Me 

x 


H 


mp: 147-1 49 * "(AcOEt-Hex) 

NMR: n :1.56(6H.s)7.02-7.07(1H.m)7. 16-7.21 (1H. 
mj.7. 32-7.36(1 H. m), 7.37-7. 42(1 Km), 7.62-7.66 (1H. 
m),8.05(1 H.d,J=9.2Hz),8. 14-8. 19(1 H,m), 8.30-8.33 
(1H : m).8.53(1H : s). 10.29 (1H.s). 1 1 .55(1 H.br) 


86 


CF 3 


Me Me 


XI 


mp: 100-102 </(AcOEt-Hex) 
NMR: /*i :1.50(6H,s).2. 45(3^5^6. 85-6. 88(1 H.m), 
776(1H,dJ=4.0Hz),8.03-8.07(1H,m),8.13-8,17 (1H. 
m),8. 29-8.32(1 H.m).8.41 (1 H,s). 1 0.22(1 H.s) 


87 


CF 3 


Me Me 

,x... 


H 


mp: 231-232C(AcOEt-Hex) 

NMR: ^ :1.55(6H,s) t 7.02-7.08(1H.m)7. 32-7.34 (1H, 
m)7.36-7.45(2H,m).8.05(1H.d ; J=8.4Hz).8.16 (iH.dd, 
J=2.0.8.4Hz),8.31(1H.d.J = 2.0Hz».8.59(1H,s). 10.28(1 
H.S).1 1.66MH.SJ 


88 


CF ( 






MS FAB im-zi:438[(M + H) , | 

NMR: .-.2.01(3H.S).4.34-4.48(2H.m).4.87-4.9G (1H 
m).7.27-7.37f2H.m) t 7.43-7.68(1H.m').7.65-7.79(1H. 
m).8.05(1H.dd.J=2.1. 9.0Hz). 8.14 (1 H.d J=9.0Hzi, 
8.30(1H.d.J = 2.1Hz).8.74-8.82(1H.m). 1 1. 04dH.br) 


89 


CF ;J 


, 0 H 




mp: 181-182 t (AcOEt-MeOH) 
NMR: :3.80-3. 85(2H,m). 4.63-4. 68(1H,m) ; 5. 18- 
5.24(1 H,m)7.297.37(2H,m).7.55-7.62(1Km), 7.72- 
7.77(1 H,m),8.02-8.06(1H.m) l 8.1 2(1 H,d, J=8.8Hz), 
8.33-8. 38(2H.m). 10. 92(1 H.s) 


90 


CF 3 


Me Me 




mp: 1 79 t 

NMR: d :1 .52(6H.s),3.81 (3H,s)7.00(2H ! d, J=8.7Hz), 
7.91 (2H,d J=8.7Hz).8.04(1 H,d J=87Hz),8.02-8.05 
(1H.m).8.29-8.31(1H f m),8.38(1H.br). 10.16(1 H.br) 


91 


CF 3 


Me Me 


~0" Br 


mp: 182-1 83' c: (AcOEt) 

NMR: 6 :1 .52(6H,s)770(2H,d,J=8.4Hz)7.89(2H, d, 
J=8.4Hz),8. 05(1 H.d,J=8.4Hz),8.1 1-8.16(1 H.m), 8.28- 
8.30(1 H. m), 8.65(1 H,br),1 0.1 9(1 H.br) 


92 


CF 3 


Me Me 


^>c< 


mp: 173C (AcOEt) 

NMR: * :1.52(6H,s)7.56(2H,d,J=8.4Hz)7.96(2H ! d, 
J=8.4Hz). 8.05(1H,d,J=8.7Hz) : 8. 12-8. 16(1 H,m), 8.29- 
o.o \\ > n,iTi;,a.DD( i n,Dr), l U. 1 y( i n.Dr) 


93 


CF 3 


Me Me 




mp: 223 C 

NMR: o :1.50(6H.s)7.60(1H ( d ( J=8.1Hz)7.68(1H, d. 
J=1. 8,8.1 Hz)7.81(1H,d,J=1.8Hz),8.08(1H,d,J=9.0Hz 
),8.17-8.22(1H f m),8.35-8.36(1H,m) f 8.87 (1H,br), 
10.28(1 H f br) 
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Ex. 


R' 


A 




DATA 


| 94 


CF 3 


M c M c 

V 


Br |mp. 199' (AcOEt-fEt) t >0) \ 
/ X r !NMR: o :1.51(6H.s).7.35-7.41(1H.m).7.62-7.66 (1H. 








— \ y — r 


m)7.68-7.73(1H.m).8.08(1H,d.J=8.4Hz).8. 18-8.22 
(1 H. m). 8. 37-8.39(1 H.m). 8. 83MH.br). 10.28 (1H.br) 


95 


CF 3 


Me Me 


— / ^y^0H 


MS FAB (m/z):392[(M*H)-] 

NMR: m :l.50(6H,s),6.80(2H.d.J=8.7Hz).7.80(2H. d. 
J=8.7H2),8.04(1H,d,J=9.0Hz).8.1 1-8.16(1 H.m). 8.26 
(1H.br).8.30-8.32(1H.m).9.99(1H.br). 10. 15(1 H.br) 



8 



Ex. 


R' 


A 




DATA 


96 


CF 3 


Me Me 


O-Benzyl 


MS FAB (m/z):500[(M+H)-] 

NMR(CDCI 3( TMS internal standard): ^ :1 .85 (6H.s). 4.60 
(2H.br) t 6.78(2H.d.J=7.4Hz).6.88(2H,t.J=8.8Hzi. 7.08-7.33 
(3H,m),7.74-7.81 (3H,m) f 7.93(1 H.dd,J= 2.2, 8.4 Hz). 8.09 
(1H,d f J=2.2Hz).10.05(1H.s) 


97 


CF 3 

1 


Me Me 

X. 

** 


OH 


mp: 211-213*' 

NMR(CDCI 3 +DMSO-d B .TMS internal standard) 

* :1.67(6H l s),7.05-7.10(2H,m).7.74(1H t d. J=8.5Hz),7.84- 

7.89(2H.m).7.95dH.d, J=1 .8Hz). 8.10(1 H.dd. J=1 .8.8.4Hz), 

9.17(1H.s).9.23(1H.S) 



H9 




Ex. 


R 1 


R ? 


Y 


R e 


DATA 


98 


3-CF 3 


4-CN 


0 

H 


-O 


mp: 144-146 C(AcOEt) 

NMR: A :1.40(6H,s),6.69(2H,s) t 6.80-6.63 (1H, 
m).7.01 (1 H,d.J=2.4Hz),7.35-7.40(3H.m), 7.45- 
7.49(2H.m), 7.65(1 H.d.J=8.4Hz), 8.54(1 H.br) 


99 


r- 


4-CN 


c=s 




mp: 194-1 96 -C" 

NMR: t> :1.70(6H t s),7.40-7.52(3H,m).7.84- 
7.87{2H ( m) t 8.06-8.08(2H,m),8.24(1 H,s). 
10.02(1H,s),10.20(1H.s) 


100 


3-CI 


5-CI 


c=o 




mp: 229-230 C(AcOEt-Hex) 

NMR: 0 :1.50(6H.s),7.23(1H,t.J=1.3Hz). 7.31 

(2H t U=6.8Hz).7.73(1H.d,J=1.3Hz) t 7.98-8.04 

(2H.m),8.51(1H,s) ) 9.73(1H,s) 


101 


3-CF 3 


5-CF3 


c=o 




mp: 240-241 C(AcOEt-Hex) 

NMR: 6 :1.53(6H ( s),7.32(2H,t,J=6.6Hz), 7.71 

(1H t s) 1 8.02(2H,dd,J=3.9 t 6.6Hz) f 8.37(2H,s) ) 8.5 

9{1H f s), 10.10(1 H,s) 
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Ex. 


R : 




Y 


R M ! DATA 


102 


2-CF, 


4-CN 


C=0 


//~-\ ! M£ p AB im;'2j:394[(M*H)'] 

\ _/~ F jNMR: <*• :1.52(6H.s).7.32(2H.t.J=9.0Hz),7.95- 

8.03(3H. m). 8.1 3-8. 19(1 H.m). 8. 24-8.28(1 H.m), 

IS.74MH.br). 9.16MH.br) 



H1 0 




Ex. 


R' ! A 


Y 


R 9 j DATA 


103 


CF 3 




SOj 




mp: 1 45-146 ( '(AcOEt-Hex) 
NMR: * :2.57(2H.U=6.8Hz).3.04-3.10 
(2H. m).7.40-7.45{2H.m).7.84-7.88 (3H,m), 
7.92 {1 H,dd,J=2.0.8.6Hz). 8.09(1 H.d. 
J=8.6Hz) ! B.24(1H,dJ=2.0Hz).1 0.72(1 H,s) 


104 


CF n 


Me 

i 


S0 ? 


o< 


mp: 163-164 ('(AcOEt-Hex) 

NMR: r. :1.02(3H.d.J=6.4Hz).2.46(2H.d I 

J=6.8Hz),3.64-3.7l(1H ( m) ! 7-29-7.33(2H f m) l 

7.80-7.91 (5H.m).8.1 6(1 H.s), 10.60(1 H.s) 


105 


CF, 


Mc Me 


C=0 




mp: 180-181 ( (AcOEt-Hex) 
NMR: * :1 .27(6H. s ),4.03(2H.d.J=7.0Hz), 
7.24-7.31 (2H,m),7.82-7.88(2H,m), 8.09 
(1H.d f J=8.6Hz), 8.13-8.18(1H,m),8.32- " 
8.35(1 H.m). 8. 42-8.48 (1 H.m). 1 0.02(1 H.s) 


106 


CF, 


I M e M c 

I V 


SO, 




mp: 161-1621 (AcOEt-Hex) 

NMR: r, :1.19(6H. ).3.02(2H.d.J=G.7Hz). 

7.36-7.43(2H.m).7.76-7.88(3H.m).8.06-8.13 

(2H.m). 8. 28-8. 31(1 H.m). 9. 91 (1 H,s) 


107 


CF, 


Mc Me 
\/ 


c=o 




mp: 19M92i '(AcOEt-Hex) 
NMR: n :1.27(6H.s).3.60(2H.d.J=6.4Hz) ! 
7.10-7.16 (2H t m).7. 44-7.53(1 H.m),8.08 
(1H.d,J=8.8Hz), 8.15-8.19(1H,m),8.35- 
8.38(1 H.m), 8. 72-8. 77 (1H.m). 10.04(1 H.s) 


108 


CF, 


Me Me 
Me Me 


c=o 




MS FAB (m/z):436[(M+H)*) 
NMR( CDCI^TMS interna! standard): 
<> :1.48 (6H.S), 1.61 (6H.s), 7.11(2H,tJ = 
8.7Hz), 7.77-7.86(3H,m),7,93-8.05 (4H.m) 



Ex. 


R' 


A 


Y 


R 9 


DATA 


109 


CF 3 




C=0 




mp; 236-238 C (AcOEt-Hex) 
NMR: - > >:1.80-2.02(2H I m),2.28-2.38 (2H, 
m),2.60-2.74(2H,m),7.30-7.37 (2H,m), 
8.01-8.08(3H,m).8.12-8.16 (1H,m),8.30- 
8.32(1 H.m),9.02(1H,s). 10.18(1H,s) 
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Fx i FT A , Y 


R ? DATA 


no; 


CF, . 


^> 


SO 2 


^Ir r '< 

r 


np: 169-170< (AcOEt-Hex) i 
MMR: :1.53-1.80{2H.m).2.04-2.16 (2H, 
Ti).2.37-2.46(2H,m).7.23-7.32 (2H,m). 
r.73-7.80(2H.m),7.98-8.15 (3H.m),8.41 
1H.S).10.24(1H.S) 


m 


CF 3 


^> 


c=o 


'O' ' 

i 


np: 205-207 ( (AcOEt-Hex) 
NMR: :i.79-2.05(2H.m).2.22-2.31 (2H, 
Tn),2.67-2.76(2H,m)7.16-7.23(2H, m). 
7.50-7.59(1 H,m). 8.09-8. l6(2H,m). 8.33- 
B.36(1H.m).9.46(1 H.s), 10.23 (iH.s) 


112 


CF 3 

i 


■ / 


so. 


_/*~V F 


mp: 21 1-213 ("(AcOEt-Hex) 
NMR: :1. 02-1. 05(2H,m),1. 30-1. 33 (2H, 
m).7.30-7.35(2H.m),7.82-7.86(2H.m). 7.96 
(1H.dd.J = 1. 6.8.4Hz), 8.07(1 H,d.J=8.4Hz).8 
.1 2(1 H.d.J=1.6Hz).8.45(1 H.S). 10.24(1 H.s) 


113 


CF 3 


_ /' 


c=o 




mp: 284-286 t ' (AcOEt-Hex) 
NMR. ^ :1. 19-1. 22(2H,m),1. 53-1. 56 I2H, 
m),7.31-7.37(2H ! m),8.00-8.05(2H.m). 8.08 
(1 H.d.J=8.8Hz).8.20(1 H,dd.J=2.0.8.8Hz),8 
.32(1 H,d.J=2.0Hz),9.03(1 H,s),1 0.25(1 H.s) 


114 


CF 3 


r\ 


so 2 




mp: 1 77-178 C (AcOEt-Hex) 
NMR: r. .1 .49-1 .63(4H,m),1 .84-1 .90 {2H, 
m) 1 2.06-2.12(2H,m) t 7.23-7,28(2H,m). 7.78 
-7.82(2H,m) 1 7.97-8.09(4H ( m) 1 1 0.1 1 (1 H.s) 


115 


CF 3 


r\ 


c=o 




mp: 235-236 ((AcOEt-Hex) 
NMR: r. :l.62-1.81(4H,m),1.99-2.05(2H. 
m).2.26-2.33(2H.m),7.28-7.34(2H.m). 7.99 
-8.05(3H. mj. 8. 1 2(1 H.dd.J= 1.6. 8.8Hz}. 8.29 
(1H.d.J=l.6Hz).8.62(1H,s), 10.23 (1H.S) 


116 


CF 3 


i i 


so, 




mp. 188-189t (AcOEt-Hex) 

NMR: - :1.22-1.54(6H.s), 1.84-1. 88 (4H. 

m).7.19-7.24(2H.m). 7.72(1 H,s),7.78-7.81 

(2H.m).7.95(1H.dd.J=1.6.8.8Hz),8.04-8.08 

(2H.m).9.91(1H.s) 


117 


CF 3 




c=o 




mp: 241-242C(AcOEt-Hexj 

NMR: o :1.31-1.42(1H t m) f 1.45-1.68 (5H, 

m),1.93-2.00(2H > m) f 2.04-2.11(2H.m), 7.28 

-7.33(2H ( rn),7.93-8.13(5H,m),8.29 (1H t d, 

J=2.0Hz).10.12(lH,s) 


118 


CN 




c=o 


-0~ F 


jmp: 294-295 C(AcOEt) 
NMR: A ;1.1 8-1. 22(2H t m). 1.52-1. 55 (2H, 
m),7.30-7.36(2H,m),8.00-8.06 (3H,m), 
8.16-8.19(1 H,m),8.33(1H t d, J=1.6Hz), 
9.04(1H,s),10.21(1H,s) 


119 


CN 




so 2 




mp: 171 -172 1* (AcOEt-Hex) 

NMR: A :0.98-1 .02(2H,m),1 .28-1 .32 (2H, 

m),7.33-7.39(2H.m),7.B0-7.86 (2H i m), 

7.96(1 H,dd,J=2.0 f 8.4Hz),8.04(1H l d f J=8.4 

Hz),8.17(1H,d t J=2.0Hz) 1 8.48(1H,s) I 10.23( 

1H,s) 


120 


CN 


Q 


so 2 




mp: 214-215 C(AcOEt-Hex) 
NMR. <S :1 .47-1 .63(4H,m),1 .80-1 .89 (2H, 
m) t 2.02-2.12(2H l m) t 7 .28-7.34 (2H,m), 
7.78-7.84(2H,m),7.93-7.97 (1H,m),8.02- 
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Ex. i FT 


A ! Y ! R s ! DATA 












8.06(2H.m).8.l6(1H.d ; J=2.0Hz). 
10.12I1H.SI 


121 


CN 


/ 


c=o 




mp: 134-135 V(AcOEt-Hex) 

NMR: * :1.60-1.81(4H,m),1.96-2.07 (2H, 

m).2.22-2.34(2H.m),7.28-7.34(2H. m). 

7.98-8. 05(3H.m) t 8.07-8.1 1 (1 H.mj. 8.29 

(1H.d.J=2.0Hz).8.62(1H.s).10.19(1H.s) 


122 


CF 3 


,.o.. 

[ '! 


c=o 




mp: 246-247 C(AcOEt) 

NMR: :2. 02-2. 10(2H,m),2. 15-2.24 (2H. 

m) ; 3.70-3.77(4H,m),7.30-7.36 (2H.m). 

7. 98-8. 15(4H ! m), 8.28-8. 30 (1H.m). 8.43 

(1H.s) t 10.23(1H.s) 


130 


CF 3 


-o 


c=o 




(A) MS FAB(m/2):432[(M-H) ] 
NMR: * :1. 30-1. 70(41-1, m), 1.90-2.00 
(4H. m). 2.25-2.50(1H, m). 3.70-3.85(1 H, 
m), 7.25-7.38(2H, m), 7.88-7.96(2H, m), 
7.97-8.02(1H,m). 8.09(1H. d, J=8.4Hz), 
8.23-8.33(2H, m), 10.63(1 H, br) 

(B) MS FAB(m/z):434[{M+H)-] 
NMR: ^ :1.58-1.90(8H. m), 2.57-2.65 
(1H, m), 3.90-4. 02(1H. m), 7.23-7.31 (2H, 
m) : 7.88-7.96(2H. m), 7.97-8.03(1 H. m), 
8.08(1 H. d, J=8.4Hz), 8.19-8.26(1 H. m). 
8.36(1 H, br), 10.59(1H, br) 



^ 1 2 




Ex. i R' 


R 2 


Y 


R i! 


DATA 


123 


CF :1 


CN 


C=0 




mp: 249-250* ' (EtOH) 

NMR: * :1.63(3H,s),1.94-2.03(3H,m),2.17- 

2.28(1 H,m).3.50-3. 59(1 H.m). 3. 73-3.82(1 H.m). 

7.29(2H,t,J=9.0Hz),7.65(2H,dd,J=5.6,9.0Hz),8 

. 10(1 H,d,J=8.8Hz), 8.17(1 H,dd,J=1.8,8.8Hz),8. 

34(1H,d,J=:1.8Hz) ! 9.96(1H,s) 


124 


CF 3 


CN 


so 2 




mp: 1 15-1 16 c " ((Et) 2 0-Hex) 
NMR: f> :1.50(3H,s),1.88-2.07(3H f m),2.22- 
2.31 (1H,m),3.36-3.46(1H,m),3.61 -3.69(1 H,m), 
7.56-7. 62(2H,m) ( 7. 66-7. 71 (1 H t m),7.78-7.82 
(2H,m),8.14(1H,d, J=8.4Hz), 8.23(1 H.dd, 
J=2.0.8.4Hz),8.29(1 H,d.J=2.0Hz),1 0.04(1 H,s) 


125 


CF 3 


CN 


so 2 




mp: 1 80-1 82 C (i-PrOH-CHC! 3 ) 

NMR: .s :1 .52(3H t s),1 .89-2.07<3H.m),2.22- 

2.31 (1H,m),3.39-3.46(1H,m),3.61 -3.68(1 H,m), 

7,39-7. 45(2H 1 m),7.84-7.90(2H,m), 8.1 3(1 H,d, 

J=8.8Hz),8.22(1 H,dd,J=2.0 t 8.8Hz),8.27(1 H t d, 

J=2.0Hz),10.03(1H.s) 


126 


CF 3 


CN 


so 2 




mp; 1 49-1 50 C (EtOH-(Et) 2 0) 

NMR; 6 ;1 .49(3H t s),1 .86-2.07(3H,m),2.20- 

2.30(1 H,m),3.28-3.42(1 H,m),3.56-3.68(1 H,m), 

3.84(3H,s),7.03-7.13(2H t m) t 7.70-7.75(2H.m). 
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Ex. 

i 


R' ! 


R 2 : 


Y 


R 9 i DATA 

|8.13l1H.d.J=8.8Hz). 8.23(1 H.dd.J=2.0.8.8Hz).: 
|8.29(lH.d.J-2.0Hz),10.02llH.s» ! 


127 

I 


CF, 


CN : 


• N ' 
H 




mp: 1 82- 1 84 ( (CH,CI 2 -(Et) 2 0) 

NMR: o :l.53(3H.s).1.86-1.95(1H,m).1.97- 

2.20!3H.m).3.59-3.67(1H,m).3.75-3.83 

(1 H.m), 7.23-7.28(2H,m),7.52-7.57(2H.m), 

8.07(1H.d, J=8.4Hz),8.18(lH,dd.J=2.0.8.4Hz). 

R 33(1 H.d.J=2.0Hz).8.35(1 H.br).9.97(1 H.s) 


! 128 

! 


CF, 


CN 


0 

u 
n 


CHpCHj 


mp: 173-1 75 C (1.2-diCI-Et) 
NMR: <•• :1.00(3H,U=7.2Hz),1.46(3H.s). 1.76- 
1.84(1 H.m), 1.86-2.02(2H.m),2.10-2.19 
(1H.m). 2.95-3. 10(2H.m).3.29-3.37(1 H.m). 
3.51-3.60 (1H,m). 6.24-6.30(1 H,m),8.07(1H.d. 
J=8.8Hz), 8.13(lH.dd.J=2.0.8.8Hz).8.31(1H.d. 
J=2.0Hz). 10.15(1H,S) 


129 


CF 3 


CN 


0 

H 


Me 
Me 


mp: 167-168 1" (AcOEt-Hex) 

NMR. :1.05(3H,tJ=6.4Hz),1.46(3H,s), 1.75- 

1 .83(1 H,m),1 .86-2.02(2H.m).2. 10-2.20(1 H,m). 

3.31 -3.38(1 H.m).3.52-3.60 (1 H,m),3.65-3.78 

(lH,m),5.93( 1H. d, J=8.6Hz),8.07(1H,d, 

J=8.6Hz),8.12(1H.dd.J=1.8,8.6Hz),8.30(1H.d, 

J-1.8Hz).10.17(1H.s) 


i 1 — — 

11 3 



Ex. 


Structure 


DATA 


131 


NC V 0 M F 


MS FAB{m z).392[(M+H)-] 

NMR. •• 3.60-3. 75(1H. m). 4.20-4.30 

(2H. m), 4.35-4.60 (2H. m), 7.25-7.34(2H. 

m). 7.68-7. 76(2H. m). 7.95-8.20(1 H. m). 

8.08-8. 14(1H, m), 8.30(1H. br). 10.83(1H. 

br) 



m& > TO. ^ca 1- i - ¥ ft m ^ > 8'k » it ftV9'> & i - -p ' < 

zzT\ n^cr-jsm-mxr^M^^'- 
com. :fta-^#^ 
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r-^: Structure llCom. Structure 


17 


NC ' '' F 


18 ; 

i 

i 


H H |i ( 

11 o o 

NC ^ 


19 

I 
I 


0, ,0 

c 

! ! 0 F 
NC ^ ^ CI 


20 


/ 

M 

j M 

NIP ^ CI 


21 


CHF 0 F 

NC ... ,'N .. X ,» ,.- . 

INC C! 


22 


0 

H |l 


23 


j j \ H ll 

NC 


24 


- , ;y xj. 
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